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Learning goals

To recognize the epidemiology, clinical patterns and outcomes of the most frequent indolent
lymphoma subtypes

Follicular lymphoma
Marginal zone lymphoma

Waldenstrom’s macroglobulinemia

To discuss prognostic factors and management according to disease and patient
characteristics

To understand the role of novel treatments in indolent lymphomas
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Indolent B cell ymphomas: 30 to 40% of all lymphoma cases
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N=441 cases of iNHL diagnosed 2021-2023 at IPOL

* Indolent lymphomas: 30-40% of all NHL
2000 2004 2008 2012 2016 * Half of INHL are Follicular lymphomas
2002 2008 2010 2014 . . .
Calendar year * Prolonged survival =increasing prevalence
* Non curable with conventional treatment % eha
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Follicular lymphoma is the most frequent iNHL

Kanas et al. Leuk Lymphoma. 2022 Jan;63(1):54-63
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w Diffuse large B-cell lymphoma
= Plasma cell neoplasms
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Age at diagnosis (years)
Teras L et al, CA Cancer J Clin 2016;66:443-459

Median age
at diagnosis 64 yo
(SEER registry)
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Current classifications

Follicular lymphoma

Z_ Classic FL (former FL G1-G3A) E < Follicular lymphoma (grade 1-3A; 3B) 2 |

- Predominantly diffuse - In situ folicular neoplasia

- FL with unusual cytological features - Duodenal type FL

- Follicular large B cell lymphoma (former FL3B) BCL2 negative, CD23 positive follicule center lymphoma

In situ folicular neoplasm Primary cutaneous folicule center lymphoma

Duodenal type FL Pediatric type FL

Pediatric type FL Testicular follicular lymphoma

Large B cell ymphoma with IRF4 rearrangement

Primary cutaneous follicule center lymphoma

Allagio R et al. Leukemia (2022) 36:1720-1748 Campo E et al. Blood. 2022;140(11):1229-1253
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How do we stage FL and assess prognosis?

Staging

ASH databank

* Clinical examination

* (CBC and chemistry panel
* Protein electrophoresis
* Viral serologies

Risk factors

FLIPI FLIPI2

PRIMA PI

Age >60 yrs Age>60 yrs

Hb <120g/L Hb <120g/L

LDH >normal BM involvement

BM involvement

Stage IlI/1V B2M >normal

B2M>normal

>4 nodal sites | Tumor mass>6 cm

RISK GROUPS

Low: 5y 0S91%  Low: 5y PFS 69%
Int: 5y0S78% Int: Sy PFS55%
High: 5y 0S53%  High 5y PFS 37%

Solal-Céligny P et al. Blood. 2004;104:1258-1265.
Federico M et al. J Clin Oncol. 2009;27:4555-4562.
Bachy E et al. Blood. 2018;132:49-58..

Low 3y PFS 86%
High 3yPFS 68%
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Additional factors impacting outcome

Early progression and survival in FL patients: the FLASH analysis MTV in low tumor burden = probability of receiving treatment
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Trotman J et al, Lancet Oncol 2018, doi.org/10.1016/S1470-2045(18)30618-1 Cottereau A et al. nn Oncol. 2024 Jan;35(1):130-137 o € ha



Treatment is still decided according to tumor burden, extension and symptoms

Vs

Localized (stage |,
some stage Il)

~N

.

Involved site RT
24Gy + R/CT

Discuss
Watch and wait
Rituximab
Low dose INRT

%

10-20%

4 N\
Advanced, low tumor
burden
\_ Y
Watch and wait
Discuss:
Rituximab

A\ /

High tumor burden
GELF criteria
BNLI criteria

Dreyling M et al. Newly Diagnosed and Relapsed Follicular Lymphoma: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2020:32;298-308.

Discuss

If CR/PR

o

4 N
Advanced, high
tumor burden
Ne N
Immunochemotherapy

antibody maintenance

%

Any nodal or EN mass >7cm

Involvement of 23 nodal sites each with 23 cm

B symptoms

Splenomegaly below the umbilical line

Compressive syndrome

Pleural or peritoneal effusion

Leukemic phase

Cytopenias

g3 eha



Treatment of advanced disease: what happened after Rituximab introduction?

Chemotherapy (CHOP, CVP, MCP, CHVP) plus Rituximab prolongs survival — HR 0.63 (95% CI 0.51-0.69)

Impact of chemotherapy regimen

1.00 =

0.75+

Probability

0.25+

0.00

0.50

ITT [0S%, 95C1)]
RCVP  R-CHOP  R-FM Total
5-yr 95 (91-98) 90 (85-94) 87 (81-91) 91 (88-93)
8-yr 85 (77-91) 83 (75-89) 79 (71-85) 83 (78-86)
o) 1 2 3 4 5 6 7 8 9
Years
=~ R-CVP =—— R-CHOP R-FM

Luminari et al. J Clin Oncol. 2018 Mar 1;36(7):689-696
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Rummel, M., et al. The Lancet 2013, 387, 1203-1210.

Impact of maintenance in responders: the PRIMA trial
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Treatment of advanced disease: what happened after Rituximab introduction?

Impact of different anti CD20 moAb: the GALLIUM study Rituximab Lenalidomide as 1L treatment: the RELEVANCE trial
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https://doi.org/10.1200/JCO.22.00843

Expected clinical course
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Challanges in the treatment of RR FL

* Has transformation occured?

= Always repeat biopsy at relapse (if possible PET guided)

* Which is the optimal sequence of treatments?

Mostly phase 2 trials at relapse -
yP P Comorb ex;;fgan
Heterogeneous populations in trials idities &

No evaluation of treatment sequencing

* What are the short and long term toxicities of available options?

Extention
of disease

* How does treatment choices impact further treatments?

\ Further

treat-
Personalize treatment ments

£3eha



Transformation of indolent lymphomas

Follicular Lymphoma Marginal Zone Lymphoma

204 {44 Recurrence, biopsy showing FL 104 Median 6 4y
18] Recurrence, biopsy showing transformation -
0.8 s 1 .
16 4 _ >
= S< hace
= 2 wan
S 14 c E 0.6
o ]
S 12 2= :
2 Te 04 3
o S 0.4 E o
E 10 = E
2 © -
E=1 + Censore: d . =
s g g e -
g waereo  Median 3.8y :
g2 Persistent FL histology 3
] 61 HT histology §
47 0 1 2 3 4 5 6 7 .
2] Time From First Occurrence (years)
- No. at risk
T T T T T T T T Persist stent FL 154 141 116 89 62 24 5 o
0 1 2 3 4 5 6 7 8 histology
Time From Random Assignment (years) HT histology 40 2 z . 12 9 o
100 Without rituximab Al sk
= Ritwamabinduction only Al wary
==+ Rituximab induction and maintenance e o=
Without rituximab vs induction rituximab A EMZL 263 305 194 60 [
HR 0-69 {953 C10-54-0-89); p=0-003 100 » ra T
14-|  Without rituimab vs induction and maintenance rituimab o HR 282 (95% C12:47-3.22);p<0-0001 NMZL B 5 12 7 0
HR 0.38 (95% 01 0.35-0.57); p<0-0001 71 /0 at 5y sMzZL 85 56 35 14 ]
— 12 Induction only vs induction and maintenance rituximab _
) HR 0.5 (95% €1 0-37-0-81); p=0-003 £
k- z 751
S 10 g
£ E
3 5 5o
i Cumulative incidence of
: umulative inciaence o
“ 43%
, « At 5y:2.7% (5% in meta-analysis of 6
. 25
. 10y: 3.6% . Z2./7 6 IN Meta-analysis O
T - ' - T T T r T —— Disease recurrence H
1 2 3 4 5 [ 7 3 9 10 — Histological transformation S U Ies
Foe1p o) 1 3 4§ & 7 § 3§ o o o .
Number at risk Number at risk b At 10 . 3 6 / 8 / I I t - | f 6
Nithout rituximab 1616 1474 1365 1275 1177 1ws6 896 769 627 434 347 Diseaserecurrence 503 453 394 344 290 227 157 105 78 58 49 y * 0 0 ln e a a na yS|S O
Rituximab 2744 2549 2406 2293 2173 2018 1669 1119 Fr3 494 48 Histological 509 ~ 323 252 201 147 108 74 53 46 3 24
'nd“ﬂionnn'f transformation
Rituximab 1022 1006 97 919 850 7EE B8 3’1 185 61 18
induction and

studies)
e HR for death: 3.96 (95% Cl 2.06-7.55)

Risk factors: 22EN sites, MALT IP] 22
Sarkozy et al, J Clin Oncol 2016, DOI: 10.1200/JC0.2015.65.7163

Federico et al, Lancet Hematology 2018, doi.org/10.1016/S2352-3026(18)30090-5 Bommier C et al. Blood Adv. 2024 Sep 25:bloodadvances . £ &

=



Non-chemotherapy options are growing for FL

2014 2016 2017 2019 2020 2021 2022 2024

LiSO Cel
i i Mosunetuzunlab
I_e alldo | |de

Epcoritamab

Rituximab

Obinutuzumab Tisa Cel

Odronextamab
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AUGMENT trial: Rituximab Lenalidomide improve PFS (and OS) in RR FL

1.0 0% P < 0.0001 P < 0001

0.9 s ORR
> g'g | -
E D:E | ey
g 0.5
: 0.4 Lo «PR
& 0.3 0% R

0.2

0.14 HR: 0.46 (95% CI, 0.34-0.62) 0%,

| P=<0.0001
u-ﬂ e T ¥ _ —— — ™ L ¥ 2%
0 6 12 18 24 30 36 42 48
Months since Randomization 1M

MNo. at Risk

R? 178 148 124 a1 58 39 20 T 0 0%

R-placebo 180 132 92 58 40 26 10 4 0 R-placebo R-placebo
IRC Investigator

Leonard JP et al. J Clin Oncol. 2019;37:1188-99.
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s there a role for transplant in
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relapsed refractory FL patients?
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Rohatiner A et al, J Clin Oncol 2007 Jun 20;25(18):2554-9
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CAR Ts for Follicular Lymphoma: updated follow up of three phase 2 trials

CAR T cell activity reported to EBMT*

Number of CAR T-cell treated patients registered” in the EBMT Registry

Wells D et al, J Hematol Oncol Pharm. 2022;12(1):30-42
Neelapu S et al, Blood 2024, 143 (6):496-506

Dreyling M et al, Blood 2024 doi: 10.1182/blood.2023021567.

Morschhauser F et al, ICML 2023, LBA4

ZUMA5 (n=127 pts), | ELARA (n=97 pts) | TRANSCEND FL 001
FU 40m FU 29m (n=124 pts)
FU 16.6-17.5m
Age 60 (34-79) 57 (29-73) 62 (23-80)
Male 59% 66% 64%
Stage IlI-IV 86% 85.6% 88%
FLIPI>3 44% 60% 57%
Bulky 51% (GELF) 65% 53% (GELF)
Prior lines, median | 3 (1-10) 4 (2-13) 3 (2-10)
(range)
Refractory to last 69% 78% 67%
treatment line
POD24 56% 63% 43%
Prior ASCT 24% 36% 31%
Prior Bendamustine | 69%
Received bridging 4% 45% 38%
}
CRS G=>3 7% 0% 1% 1
ICANS G=3 15% 1% 2%
ORR 94% 86% 97% "
CR 79% 68% 94% £3 eha
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ELARA — long term results

CR (N=64) 64 64 59 58 56
PR (N=17) 17

C. Overall survival
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A. Progression-free survival
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Dreyling M et al, Blood 2024 doi: 10.1182/blood.2023021567

ZUMA 5 — long term results
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All patients 159 141 119 115 97 90 85 52 47 43 13 11 10 0

100
80 N
= T
=
= 60
=
5
3
= 404
g Estimated OS MZL (n=31)  All patients (N=159)
20 - Median (95% CI), months ~ NR (NE-NE)  NR (NE-NE) NR (NE-NE)
36-mo rate (95% Cl), % 76 (67-82) 74 (53-87) 75 (67-81)
0-I T T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Months
No. at risk
127 123 122 122 115 114 110 103 99 73 54 34 19 9 1 0
MZL 31 29 27 25 21 19 18 12 10 10 5 2 2 1 0
Il patients 159 152 149 147 136 133 128 115 109 83 59 36 21 10 1 0

Neelapu S et al, Blood 2024, 143 (6):496-506

TRANSCEND FL — results
with Liso Cel

Median FU 17.5-17.8 mo

100
90
£
. &0
S 704
z
2 60+
$ s0
N
[ =4 .
§ 40
8 ,
g 30
2 04 2L FL 2L+ FL
& 10 Median (85% CI) PFS, ma ME (19.0-MNR) (20.2-NR) MR {20.2-NR)
12-month PFS, % (95% CI)  81(7.4-87.2) (69.5-97.8) 82 (74.7-868.4)
a4 T T T T T T T T T T
s} 3 8 ] 1z 15 18 2 24 27

Time from liso-cel infusi ths
MNo. at risk (censored) ime from liso-cel infusion {months)

L+ FL

96 (1)

012)

100 7
” m N
80 4
704
60 -
50 4
40 -
30 -

20 2LFL
Madian 05, mo NR

12-month OF, % (95% CI} 92 (84.8-96.0) (72.9-99.4)

Overall survival® (%)

(B6.5-96.2)

T T T T T T T T T T
4] 3 ] g 12 15 18 2 24 7

Time from liso-cel infusion (months)

104

Mo. at risk (censored)

63 (23) 3

Morschhauser F et al, Nat Med 2024, 30: 2199-2207
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CD3-CD20 bispecific antibodies approved for Follicular Lymphoma

Mosunetuzumab (n=90)
(median FU 36 mo)*

Odronextamab (n=128)
(median FU 20.1 mo)**

Epcoritamab (n=128)
(median FU 17.4 mo)***

Age 60 (53-67) 61 (22-84) 65 (55-72)
% Male 61 53 62%
% Stage IlI-IV 77 85 91
% FLIPI 3-5 44 4 58 51
Bulky --- 14 20 (> 6cm)
Median prior lines 3(2-4) 3(2-13) 3(2-4)
% Prior ASCT 21 30 19
% POD 24 52 49 42
% lary refractory/refractory to last /69 /72 54/69
treatment line
% ORR/CR 78/60 80/72 82/62
DoR/ DoCR mo 35.9/NR 21.7/25 (17.7-NR) 52.2%/78.4% at 18m
PFS mo 24 mo 20.7 (16.7-26.5) 15.5mo
(49% and 74% PSF at 18m for ORR/CR)
(ON) NR NR NR (70% at 18 m)
(% CRS 44% (G23 2.2%) 56% (G23 1.7% step up dosing)) | 66% (G23 2%) )
% ICANS 39 (G>3 3%) 1 pt (G<3) 6% (G>3 0%)

* Budde Lancet Oncol 2022; Schuster ASH 2023 abst 603

**Kim TM et al. Ann Oncol 2024,
doi.10.1016/j.annonc.2024.08.2239

***Linton K et al. Lancet Hematol 2024, 11: €593



Assessment of long term outcomes will need prolonged follow up

Probability of PFS

Mosunetuzumab Epcoritamab
A
1_0 - lm}_-—_
ll‘\
0.8 - g 8o |
Mosunetuzumab § . uy
0.6 (N = 90) 2 007 m—
§ 404 . ’
0.4 B
E 204
0.2 Median PFS 24 months
0 T T I T T T T T T 1
D L L} || | L} L} I || ] 1 I |} L} 1 | L] L} 1 0 3 6 9 . 5 _13 - 24 7 30
02 46 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 Number at risk Time since first dose of epcoritamab (months)

(number censored)
Pivotal cohort

Mo
90817260595547 4643 4040383027 252524 2413

36 month follow up

Schuster. ASH 2023. Abstr 603.

128 90 67 57 43 35 14 12 4 4 [i]
(0) () (19) (26) (38) (40) (60) (B2} (B9} (69) (73)

17.4 month follow up

Kim TM et al. Ann Oncol 2024,
doi.10.1016/j.annonc.2024.08.2239

Probability of
No Progression or Death

Odronextamab

Median PFS, 27.8 months (95% CI, 23.0-NE)

N - -
Median PFS, 20.7 months (95% CI, 17.2-27.5)

Median PFS, 11.3 months (95% CI, 4.4-19.5)

Number at risk

All patients 128 109 20 78 74
Patients with CR 94 a3 81 70 68
Patients with PR 9 9 5 5 4

T T T T T

15 18 21 24 27 30 33 36 39 42 45
Time (Months)

56 40 29 24 21 18 16 6 4 3

0
51 37 27 23 21 18 16 6 4 3 0
3 2 1 0 0 0 0 0 0 0 0

20.1 month follow up

Linton K et al. Lancet Hematol 2024, 11: €593
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Marginal zone lymphomas: different entities under the same name

ICC 2022

WHO 5th Editions (2022)

Revised WHO 4th (2016)

Extranodal MZL (MALT) 50-70%

Extranodal MZL (MALT)

Extranodal MZL (MALT)

Splenic MZL 20%

Splenic MZL

Splenic MZL

Nodal MZL <10%

Nodal MZL

Nodal MZL

Pediatric nodal MZL (provisional)

Pediatric nodal MZL
(distinct entity)

Pediatric nodal MZL
(provisional)

lary cutaneous MZ
lymphoproliferative disorder

lary cutaneous MZL

(not considered na entity)

Zucca et al, Hematological Oncology. 2023;41(S1):88-91.
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ASR; (x 100.000 hablyear)

ASRe (x 100.000 hablyear)

Incidence and outcomes of MZL

Thyroid
Other

Aunon C et al, Cancer Medicine, 2023, 12 (11): 12343-12353

7 Overall MZL 3.0 Nodal MZL .
A Gastric MZL B Nongastric Extranodal MZL
3 25 100 100 e
T Matched general population
5 — 20 90
90
+ . : S RE 80 Gastric MZL =
// g <y 70 £ 704 MNongastric extranodal MZL
3 2 10 — T b1
P A : b = g 60+
S . g 2 60 E
2 < os 2 ] 50+
o 504 a
1 0.0 =m 404 _E 40+
, APC (95%Cl): 1.6 (0.5-2.7); p=0.006 e APC (95%Cl): 2.9 (-16.4-26.6); p=0.779 g g 30+
N ’ N 304
A O A A L L L P g I N L L A 6 ) 204 5-Yroverall survival, 88.3%
Year Year 204 5-Yroverall survival, 93.1% o] 10¥r overall sunival, 77.3%
+ Incidence rate observed  — Incidence rate modeled « Incidence rate observed  — Incidence rate modeled 104 10-Yr overall survival, 83.1%
0
. Extranodal MZL % Splenic MZL 0 : : . : , 0 2' _; BI é 1'0
0 2 4 6 8 10
Years
B Years
_ No. at Risk 230 217 201 129 92 42
§ 2 i
s : : No. at Risk 171 160 151 108 67 30 Relative Survival 1000 969 95.1 90.8 89.6 87.4
. . . 8 Relative Survival 100.0 98.6 98.9 a97.3 97.0 94.0 (%6)
. R ¢ 100+
: A WM --_____ Matched general population
1 904 T TUmmeaa e
80 e
APC (95%Cl): -0.4 (-2.0-1.2); p=0.575 APC (95%Cl): 12.8 (2.5-24.0); p=0.016 —
G L e A A I & F S S s S T 6 Splenic MZL
Year Year . =1
* Incidence rate observed = Incidence rate modeled * Incidence rate observed = Incidence rate modeled E 50 ]
w
= 40
m Stomach g
2% 12% 5 20 5-%r overall survival, 84.5%
2,;% ® Orbita 104  10-Yroverall survival, 68.5%
® Lung 0
ik 0 2 4 6 2 10
\ Parotid Gland
Years
= Skin
11% No. at Risk 265 230 108 176 146 102
L BreaS[ Relative Survival 100.0 96.9 92.1 90.4 879 821
%
= Colon )

Rossi D et al. N Engl J Med 2022;386:568-81 Py
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Pathogenesis of ENMZL

EMZL at various mucosal sites

Ocular ' Salivary :
Stomach Lung adnexa Skin gland Thyroid
] :
Pollclanal B-Cells Foa s & A A P — Helicobacter Achromobacter Chlamydia Borrelia Sjogren Hashimoto
%E . i A.Etllolﬂﬂ pylori xylosoadans? psittac burgdorferi syndrome thyroiditis
. 1 %g Y i & h . "\.. R IGHV3-7 IGHVS-34 IGHVA-34 [18%) IGHV3-23 (12%) H“‘P-‘-"n-ﬁ"ﬂji'ﬂ-? IG'"‘-‘??“?‘?fﬁl
ﬂlrgn- ar manaclonal ,ﬂ . * B |r.-n.i1-6¢ :Euvi-?:w.] . IGHV3-30 (12%) u‘.b-_\.'i-?nﬁl IGHV3-30{12%)
HH.NI"IIHI!II'I i : 7] ' ] usage IGHV1-2 IGHV3-23 (14%] IGHVA-59 (12%) IGHV4-59
ﬁ - - IGHV3-23 IGHV3-30 (12%) IGHV3-30
4 Genetic
MZL ? changes i
(Antigen-dependent) = E
i na
E CD274 mut/del va na
* I nfa I
/ nfa n'a
MZL
nfa
{Antigen-independent) E E ;
= TBLINR] ] ]
HT g KLF2 pva na
8 NCOR2 nfa h/a nfa
[NGQTEHE rmisaio, i " Fas nfa hva nfa
BLALS franskocation) | & s [va
L] E | |
L]
DLECL = ‘
(BMZACT molecular subtype?) §'
||
=]
fa
A. Proposzal of antigen-driven MZL BI/BIRCI-MALT]
q Trisomy 18
pEI“ 10gENesIs Trisomy 3
-'rl:-srxn'.'h"."ﬂ-_ x x % % %
IGHVA-34 &
o TNFAIPS mut/del GPR34 mutftrans (D274 5
Association IGHVJ-HE:- & TBLIXRI mut TNFRSF14

TBLIXRI mut

Merli, Arcaini. Hematology Am Soc Hematol Educ Program (2022) (1): 676—687. Raderer M et al. Ther Adv Med Oncol. 2023 Jun 22;15:17588359231183565 =V e h a



Diagnosis is not always straightforward

Nodal and extra nodal MZL

Other indolent B NHL
- Lymphoplasmacytic
lymphoma/Waldenstrom’s
Macroglobulinemia
- CLL/SLL
- Follicular lymphoma
- Mantle cell lymphoma

Clinical lgM
picture paraprotein

Immuno
Morphology ohenotype

MYDS88 L265P
mutation

Amaador et al. Leuk Lymphoma. 2022 May;63(5):1070-1079.

WHO 5th Edition WHO 4th Edition IcC 2022 Targeted therapy in
cases
U SN
SBLPN g HCLv _ HCLv MEK inhibitors

Falini B et al, Leukemia (2023) 37:18-34; https://doi.org/10.1038/s41375-022-01764-1

Morphology, immunophenotype and molecular

characteristics y
£3 eha



Staging and prognostic assessment

factor
High: >2 factors

Low : O factors
Intermediate 1-2
factors

High 3-4 factors

== No early POD 315 298 21 142 64

62 54 26 17 8

1Thieblemont C et al. Blood 2017, 130(12): 1409-1417

2Conconi A et al. Haematologica. 2020 Nov 1;105(11):2592-2597
3Montalban C et al. Leuk Lymphoma. 2014 Apr;55(4):929-31
4Luminari S et al. Blood. 2019 Sep 5;134(10):798-801.

T T T T T
2 4 6 8 10
Time from risk-defining event (years)

-

MALT pts receiving
systemic treatment

Staging: Lab evaluation Imaging Organ specific procedures * BM morphology
* Microbiological assessment * CTscan * Upper Gl endoscopy  BM phenotype
* Autoimmune serologies (Sjorgren S) e PETCT? * MRI (orbital, salivar) (except ENMZ?)
MALT IPI2 Splenic MZL3 POD242 NF10 study*
Age> 70 anos Hb < 9.5 g/dl_ Overall Survival by POD24 in MZL*
Stage Ill/IV Platelets < 80 000/mcl| X
LDH > UNL LDH > UNL . £ e e roms e 21 %
Risk Extra hilar adenopathy é ; ’ """
Low : O factors : 29, P T —
. RISk — POD24 NO 3')"9055‘:”[’::?‘:“ H“Ez:';m“
|ntermed|ate: 1 0 ----IPODZ": YES I53 I37I67) 19-5::8-404?-4)

0 6 12 18 24 30 36 42 48 54 &0
Follow-up, months

262 224 179 138 108 74 52 33 14 7 1

59 40 28 20 15 13 n" 5 4 1 0

£3 eha



Treatment depends on pathogenesis, symptoms, extension and location

Localized EMZL (70%) Systemic approaches

H Pylori erradication Watch and wait

Other antibiotics,

Hepatitis C treatment Immunochemotherapy

Local therapy

(Surgery,
Radiotherapy)

Immunomodulators
BTK inhibitors

Zucca E et al, Ann Oncol 2020, 31: 17 — 29

Broccoli A and Zinzani PL Hematology 2020, DOI 10.1182/hematology.2020000157
Walewska R et al. Br J Haematol 2024, 204: 86-107

Rossi D and Zucca E. N Engl J Med 2022;386:568-81

CAR T-Cells
fa:t:.u!_:!:_-.'_;--".J- j
ML .|::|[-\.|':§|:"‘i'¢ Maraeucel

BTK inhibitars
lbrutinib®

Zanubrutinib* PI2K inhibitors

Acatabrutmib

“ Copanlisib
\.h ff Fandelisib
f' Parsaclisib
!’- .‘h - _'_' T'
. ED
o X D
Lenalidomide® MZL cell
Bispecifics
; \ S cparco2o
+ % . Maosunetuzumab
it 7 48 Epeoritamab
s h -
Anti-CD20 mAbs T eell [ o
Rituximab™ (effector)

Merli M, Arcaini L.

ASH Educational Session 2022

wet
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Systemic treatment for advanced disease: is there a standard?

IELSG 19: Rituximab Chlorambucil

1.00 4
£
= 0.75 -
]
=]
=
= 0.50 A
e Log-rank test, F = .000%
L
L 0.25 4 — Arm A (chlorambucil) HR, 1.00
Arm B (Rchlorambucill  HR, 0.54 (85% CI, 0.38 to 0.77}
— Arm C [rituximab HA, 0.97 (95% CI, 0.70 to 1.35)
T T T T T T
] 2 4 [ 8 10 12
Time From Random Assignment (years)
MNao. at risk:
Arm A = 5 =] 53 41 16 1}
Arm B 132 108 f:2] EL] =) 23 1}
Arm C 138 a7 B3 30 2 i} L1}
1.00 _W‘%‘—;‘y—“
-_— B
=
= 0.75
=
©
=]
S 050 |
; Log-rank test, P = 62
=] .
0.25 4 — Arm A (chlorambucil) HA, 1.00
Arm B (R-chlorambucill  HA, 1.24 (95% CI, 0.69 to 2.23}
— Arm C [rituximak) HR, 0.91 (85% CI, 0.44 to 1.86)
L) ] ] T T T
0 2 4 [ 8 10 12
Time From Random Assignment (years)
Mo. at risk:
Arm A 131 128 18 82 78 37 [i]
Arm B 132 121 s a5 77 35
Arm C 138 130 18 50 3 [i] 1]

Zucca E et al. J Clin Oncol. 2017 Jun 10;35(17):1905-1912

b -]

PFS (%)

100 4 5y PFS 80.5%
75 4
50 4
25 4
Events/N Yrs % (95% CI)
36/237 2 80.1 (85.2-93.5%)
0 4 5 B0 (73.1-86.0%)

0 2 4 51 8 10
Years
Mo. at risk
237 163 77 27 11 1

B
100 4
75 4
ﬁ 5y 0S 89.6%
E 50 4
8
25 4
Events/N Yrs % (95% CI)
18/237 2 95.3(91.4-974%)
04 5 B9.6 (83.1-93.6%)
4] 2 4 6 8 10
Years
Mo. at risk

237 172 86 28 12 1

Bendamustin Rituximab

0754

0.5

0.254

Cumulative probability

0-

at risk

PFS

L\‘_‘_““L-_.._

5-year PFS 83% (95% CI:71-91)

0 12 24 36 48 60 72 84 96

56 52 50 50 48 45 17 1 1

0.75

0.5

0.25

0-

at risk

0oSs

5-year OS 93% (95% CI:82-97)

0 12 24 36 48 60 72 84 96

56 54 54 53 51 50 19 1 1

Alderuccio P et al. Blood Adv 2022, DOI 10.1182/bloodadvances.2021006844.
lannitto et al, Br J Haematol. 2018 Dec;183(5):755-765

lannitto et al, Haematologica 2024, https://doi.org/10.3324/haematol.2023.28410
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When and how to treat splenic marginal zone lymphoma?

Median time to first treatment: 58 mo (at 10y 30% remain untreated) => treat if symptomatic

(Perrone et al, Hematol Oncol 2015)

W ot rink
Rtussrab 55
A=-Chemottatagy 40
Eplermeir=s 1t
W

Muntanola A et al. Br J Haematol. 2023 Aug;202(4):776-784.

Rituximab 375 mg/m2 weekly x 6 ->maintenance for 1 year
Kalpadakis C et al, Blood. 2018;132(6):666—70.

ORR 91%
CR 73%

3y PFS 90%
3y 0S 96%

Rituximab Bendamustine x 6 cycles (BRSMA)
Kalpadakis C et al, Blood. 2018;132(6):666—70.

0.50 0.75 1.00
i L 1

Overall survival

0.25

0.00

L., Any splenectomy

~ Rituximab-chemotherapy

ORR 92%

CR 44%

10y PFS 64%
10y OS 85%

5 10 15 20

Years
34 6 0 0
32 11 0 0
74 46 17 4

Julen HR et al. eJHaem. 2023;4:647—-655.

2G3 Neutropenia 43%

Infections 5.4%
SAE 25%
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Systemic treatment options for MZL: beyond immunochemotherapy

100 4

® ©
=21
L

@
=3

Best response (%)
= N @ oa oW
o © & 8 ©
P

(=]
I

1.Kiesewetter et al. Hematol Oncol. 2019 Oct;37(4):345-351 2:Noy A etal. Blood. 2017 Apr 20;129(16):2224-2232

~
o
il

Long term FU of Lenalidomide in MALT lymphomat

50 pts treated with L+R
Median FU 68 mo

g Median PFS 72 mo
28% had delayed response
S 16% improved response
Ongoing tumor shrinkage >40 mo

p=0.039

Progression-free survival (0 -120 months)

Ibrutinib in R/R MZL (all subtypes)?

Independent Assessment Investigator Assessment 90 At 3 3 mo FU:
& w0 PFS 15.7 mo
S 70
= DoR 27.6 mo
3 604
ORRA8% - o T S | F
35% 35% = i L;—‘
&
2
£ 304
12% g
. . - 10 4
= CR sD PD = CR sD PD
= PR = PR 0 T T T T T T T T T T
Response to ibrutinib Response to ibrutinib 0 3 6 9 12 15 18 21 24 27 30
(N = 60) (N =60) Months

(Risk 60 49 38 3 29 21 13 8 4 1

Zanubrutinib in R/R MZL: the MAGNOLIA trial®

2-Year Rates

MZL subtype Response

Nodal ORR 76%

(n=25) W PR 56%
L

Response Duration RES
%

© O

Splenic ity Nat
(h=12) S ORRsaw estimable DA 2%
MALT ORR 64%

{n=25) UL PR 24%

© 06

MAGNOLIA - Longer-Term Follow-Up Medi FU 27.4
edian .4 Mo

& 80 N | S
& 704
3 60-
[}
4 50
& 40 PFS rate at 24 months:
w + Censored o
£ 0] — Overall 71%
a | MALT 77%
207 — NMZL o
10- SMZL NMZL 73%
| SMZL 64%
01 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24
Months after first response
No. at risk

MALT 25 23 22 21 21 20 18 18 18 18 17 17 16 16 16 14 14 14 14 14 14 14 14 13 12
NMZL 25 25 25 24 24 23 21 21 1 20 ¢ 20 20 20 20 - 19 15 15 15 15 15 15 15 15

3.0pat S et al. Blood Adv. 2023 Nov 28:7(22):6801-6811 =¥ eha



Waldenstrom’s Macroglobulinemia

LPL
0.27 per 100,000
43

McMaster ML.
Semin Hematol 2023 Mar, 60(2):65-72

@
o

Rate per 100,000
w

—White
—Black
——Native American

Asian or Pacific Islander

—Hispanic
—Total

00-09

10-19 20-29 30-39 40-49 50-59 60 - 69 70-79 80+

Age in Years

Median age: 70

Hunter Z Poulain § Poulain$  VarettoniM  Jiménez C

Gene etal [42] etal [71] et al [86] et al [56] et al [84] Global frequency (%)

(N=30) (n=98) [N=125) (N=119)* (N=61)t /
MYD8S 27 82 105 87 53
CXCR4 8 24 30 15 22
KMT2D 2 MA NA 19 NA /
CD79A/8 2 12 10 4 5
TP53 2 NA 9 10 2 3 groups
NOTCH2 1 NA NA NA .
ARDIA 5 NA NA 3 MYD88 mutated, CXCR4 wild type
HISTIHIE 0 NA NA NA 4
oo . " o . o MYD88 mutated, CXCR4 mutated
MYBBP1A 2 NA NA 0 3 MYD88 wild type
TRAF3 1 MA MA p | 3
TRAF2 1 NA NA NA 1
RAG2 1 NA NA NA 1
HISTIHIB 1] NA NA MNA 2
HISTIHIC 1] NA MNA NA 2
HISTIHID ] MNA NA NA 1

Garcia Sanz R et al. Expert Review of Hematology 2023, 16:11, 835-847
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Clinical findings are diverse

Symptoms and signs

Lymphoma related

lgM related

* Cytopenias

* Lymphadenopathy

* Hepatosplenomegaly
* Bsymptoms

50.0
420
40.0

30.0

Patients (%)

%

20.0 17.0
- .
0.0
&

* Hyperviscosity

* Cryoglobulinemia
* Neuropathy

* Hemolysis

* Amyloidosis

12.0
A @ <] b
& & <) <
& o‘bu \6“} o &
& o S
o vsc‘ 2 &
i oy
o &
L -k‘o
\4'.\‘ o
o
&
ot

Garcia Sanz R et al. Expert Review of Hematology 2023, 16:11, 835-847

Cumulative Probability of

19-28% patients are asymptomatic at diagnosis

100 4
- 80
pen =}
80 - i £ owrisk ol gpessess
—_ -~ e E3 o]
- S—— et SR 609 e
- et ‘{_,-— s g
- o
S 60 = oy 5%
= ’ p &9 sl 4 & =
» L ® @
» e - R .
> e - 5 @
= 40 A £ S 20 I
ch" . e Eika ] I I R
ST 308% (95% €, 26.7% t0 35.3%) 3 Log-ranktest, P <001
20 4 ol T r T T
Y [ 2 4 6 8
Follow up (Years)
T T T T No at risk:
0 2 4 6 8 10 High-risk: a7 19 6 1 1
Follow_Up ‘vears) Intermediate-risk: 93 66 36 22 n
No. at risk Low-risk: a7 40 29 16 1
439 298 183 112 61 34

At median FU 7.8 years: 72% pts progressed to symptoms

Risk factors for progression to treatment

BM infiltration > 70%
Albumin< 3.5g/dL
B2M > 4mg/dL

IgM > 4500 mg/dL

Bustoros M et al. J Clin Oncol (2019) 37:1403-1411. A

Low risk (TTPm 9.3 y)
Intermediate risk (TTPm 4.8 y)
High risk (TTPm 1.8 y)

-
2
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First line treatment depends on symptoms and disease dynamics

Asymptomatic patients = observation Hyperviscosity = plasmapheresis (while treatment is started)

Immunochemotherapy Protesome inhibitor - based BTK inhibitor - based
Regimen No prior treatment; ORR Major Median PFS Median OS Toxicities
relapsed refractory response
**DRC! 72;0 83% 74% 35 mo 95 mo
**DRC? 50; 50 1stL: 1stL: 87% 1stL: 34 mo NR G=3 Neutropenia 20%
96% RR: 68% RR: 32 mo G=3 Thrombocytopenia
RR: 87% 7%
G=3 infections 3%
*R-Bendamustine? 19;0 NR NR 69,5 mo NR Infections,
cytopenias,cutaneous
rash, 2nd tumors
*R-Bendamustine* 257:0 92% 88% 65 mo NR
(n=257 evaluable)**
**Bortezomib- 59;0 85% 68% 42 mo 3y OS 81% >G3 Peripheral neuropathy
dexametasone (TTNT 73 mo) 7%
Rituximab*
**Carfilzomib RD> 31;0 87% 68% 46 mo NR >G3 Peripheral neuropathy
3%,
>G3Cardiopathy 3%
**|xazomib DR® 26;0 96% 7% 40 mo 100% at 52 >G3 Peripheral neuropathy
mo FU 4%

' Dimopoulus MA et al, J Clin Oncol (2007) 25:3344-3349. 4. Dimopoulos et al. Blood. 2013 Nov 7;122(19):3276-82 2
2 Paludo J. et al BJH, 2017, 179, 98-105 5. Treon et al. Blood. 2014;124(4):503-510.

3 Rummel MJ et al, Lancet 2013;381:1203- 10
4 Rummel et al Blood. 2019; 134(suppl 1):343. 6. Castillo J. et al Blood Adv. 2020 ,25;4(16):3952-3959

* consider 4 cycles
** consider deferring Rituximab if
risk of hyperviscosity

3 eha



BTK inhibitors are very effective for WM: Ibrutinib

Trial

Outcomes

Toxicity

Phase I, relapsed refractory
n=63

Median 2 (1-9) prior therapies
40% refractory to prior T

Median FU 59mo

ORR 90.5% |[MMR 79.4%
PFS 2y 69.1%

OS 2y 95.2%| 5y 87%
Time to Response 4 weeks

Grade =3AE: neutropenia (15.9%),
thrombocytopenia .11,1%
pneumonia (3.2%), AF 12.7%

Phase lll refractory to Rituximab
n=31

Median FU 18.1mo
ORR 90% |MMR 71%
PFS 18 mo 86%

0OS 18 mo 97%

Grade 23AE neutropenia 13%, HBP
10%, anemia, thrombocytopenia and
diarrhea 6%

Phase Il, treatment naive
n=30

Median FU 50mo

ORR 100% | MMR 87%
PFS 4y 76%

OS 4y 100%

Grade 2-4 AEs Fatigue (33%), upper
respiratory tract infection (30%),
hematoma (27%) AF and ITU (20%),
HBP, lower RTI, rash (17%)

Buske C et al. Leukemia (2023) 37:35-46

1.00
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— Survivor function
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Time Since Ibrutinib Initiation (years)
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63 51 39 35 26 18 0
noe d%ﬁ_"‘—""‘""‘m
Z 0.75
=
[1+]
< 050 -
£
=
w i
oS 025 95% CI
——— Survivor function
0 1 2 3 4 5 6
Time Since Ibrutinib Initiation (years)
MNo. at risk:
63 55 45 a2 3z 2 0

Treon S et al. J Clin Oncol 2021, 39:565-575.
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Impact of mutational profiles on response to Ibrutinib

Variable All patients MYD88mut K/IVY D88mut MYD88wt
CXCR4wt CXCR4Amut CXCRAwt

No. pts 63 36 22 4

ORR 57 (90.5%) 36 (100%) 19 (86.4%) 2 (50%)

Major response 50 (79.4%) 35(97.2%) 15 (68.2%) 0

(>VGPR)

Minor response 7 (11%) 1(2.8%) 4 (18.2%) 2 (50%)

No response 6 (9.5%) 0 3(13.6%) 2 (50%)

Time to major 1.8 mo 1.8 mo 4.7 mo NA

response

(median) K

Treon S et al. J Clin Oncol 2021, 39: 565-575.

1.00 -
o Log-rank P= 001
Zors -, T
= B N
s | v Seeeaay
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S 0.50 A memmems
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wl it T
L p.25 —— MYDag"CXCR4"
o- = == MYD&&™" CXCRA™M
MyDss" cxcrd™
0 1 2 3 4 5 6
Time Since lbrutinib Initiation (years)
Mo. at risk:
MyDsg™cxcrd" 36 34 26 25 18 14 o
MYD8E" " cxCRA™ 22 16 13 10 5 o
MyDsg"cxcrd™ 4 1 0 0 0 0
U
1.00 b= dmtidlad e i =k o
e e = | S T T T
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-_— W TR T
£ 075 -
= Log-rank P= .42
m
= 0.50
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=
g 0.95 - — mMypsd"icxcrd""
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T T T T T
0 1 2 3 4 5
Time Since Ibrutinib Initiation (years)
Mo, at risk:
MyDsg" cxcrd"™ 36 35 29 29 22 18
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MyDea" " CXCRA™ 4 2 0 0 0 0
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Ibrutinib plus Rituximab may overcome the impact of poor prognosis mutational
patterns: the iINNOVATE trial

Ibrutinib- Placebo-
Rituximab  Rituximab

NR 0.3
0.250 (0,148 to 0.4201
=.0001

—— lbrutinib-rituximal
=e=xeee Placebo-rituximab

B
o 40 4
30 PFS
20 Median PFS, mo
HR (95% Cl}
10 1 Log-rank P value
0 3 6 9
Mo. at risk:

Ibrutinib-rituximab 75 73 &9 &7
Placebo-rituximab 75 64 54 48

12 15 18 21 24 27 30 33 36 39 42 4

Time (months)

66 G0 60 58 57 656
43 39 33 32 I

MYD88?5F|CXCRAVT
100 4
90 1
80 4
70 1
= 604
‘2 50
D
i3
£ 40
30
20
10
h Ibrutinib-  Placebo- Ibrutinib-  Placebo- Ibrutinib-  Placebo-
(n=32) (n=35) (n=26) (n=23) (n=11) (n=9)
Median time
1 3 2 3 3 3
to ORR, mo
(range) (1-18) (1-22) (1-11) -7 (1-21) (2-17)
Median time to 2 5 5
major response, mo % 21

(range)

27

54 B4 46 48 4T 44

23

19

Previously untreated

19

Ibrutinib-

17

17

15

Ibrutinib-

Placebo-

(0= 34)

1
(1-21)

3
(1-46)

(n=34)

2
(1-22)

5
(2-18)

(n=41)

1
1)

(1-41)

(n=41)

3
(1-17)

(5-41)

Mo. at risk:

Ibrutinib-rituximab previously treated
Ibrutinib-rituximab previously untreated
Placebo-rituximab previously treated
Placebo-rituximab previously untreated

—— Ibrutinib-rituximab MYD&&" "= CXCR4"™™™
—— Ibrutinib-rituximab MYD&8“** cxcra™™

<ooeoo- Placebo-rituximab MYD8g“"= {CXCR4"™™
<ooee Plagebe-rituximab MYD8g“* icxcra”
------- Placeba-rituximab MYD&s" T exCRa™

0 3 6 9% 12 16 18 21 24 27 30 36 39 42 45 48

Time (months)

41 41 38 37 37 33 33 ¥ 31 30 30 30 28 28 28 27 22
34 32 31 30 29 27 27 27 26 26 24 24 21 20 1% 17 10
41 34 25 20 20 18 14 14 13 12 W0 & 8 7 7 7 5
34 30 29 28 23 21 18 18 18 15 13 11 18 10 10 B 03

Buske C et al. J Clin Oncol 2021, 40:52-62
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Next generation BTK inhibitors: Zanubrutinib compared to Ibrutinib

“Arm A: Zanubrutinib

Eligible Patients

ASPEN trial ey (e 1s0ms 30 w0

8.0 4 . sbrutinib (All grade)
Arm B: Ibrutinib - and
<L 78 Bibrutinib (Grade 23)
Stratification factors 420 mg QD until PD 80 ini
+ CXCRA status (CXCR4"ivs { o = Zanubrutinib (All grade)
S mashd) 7.0 4 . BZanubrutinib (Grade 23)
Number of prior lines of
therapy (O vs 1-3vs >3) 2
. . £ 60
MYD8S"" WM Arm C: Zanubrutinib £
patients N=28 5 50
N=28 (23 RR) 160 mg BID until PD g a ad
Aosvac 020056 e g w0l
E 3.0
s
A L 20
. = 2 - 12 3
100 4 Zanubrutinib 969980  gg9 980 8 1.0 Lk} 0B
WVGPR WPR W MR  SD 3 23 2 g 1.0 4 s 08 g ! s o
Ibrutiniby o # 02 LE PP L
W vGPR M PR MR SD
80 757 76.5 nfections Blaeding Major hemorrhage®  Hypartension Alrial MNeutropenia Thrombocytopania
3 29 fibrillationfiutter
70.7 gg.6
3 29
827
£ 60
=
z 475 47.1
2 Patients with Patients with Patients with
& a0 Y ¥ CXCR4NS CXCR4™S TP5aWuT
14.3% e 3d o
20 4 EESS VGPRICR
15,48 0.0% 13.6% m“
3 6 9 12 18 24 30 38 a2 48 54 60 L
odian e to WEPR4OR 108 mo ve 515 o 11.1 me w5 NE 11.1 mo i 240 e
B Ibarcfiar b o MRR 4.1 mo ve 2B 2.8 mo vs 0 mo 2.8 mo ve 30 me
100 H 4300 PFB
90 H Wuodiae FFS MR v 3598 mo MR v 44.2 o NR vm 84,3 mo
a'_g“ i Zanubrutinlh — —r T
@ —_— 80 - : O 20 40 €0 B0 1000 20 40 60 B0 1000 20 40 &0 B0 100
@ ,E‘ 70 - ! o Patients with mors faweable outzames (%
ué % B0 - : brutinib W Zbninh [l lbadnt
s 2 H
‘m o 504 i
§& :
] 407 Zanubrutinib  Ibrutinib ! A 100 4 B 100 H
o .> 30 4
& s ol Events,No. (%) 20 (19.6) 30 (20.3) i k—n"cm:._;k_ CXCR4WT TP53"T
a HR 195% CI} 0.62(0.36 to 1.12} ! 75 4 75 -
104 + Censored i —I_\l""l—l_c—x‘c-ﬁfimur
T T T T T T r T T T T T T + T T T T T ® 50 - 2 5 - TP53MUT
a a
i} 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 C\XCR"WT CXCRd””r TPESM TPESMUT
_ Time (months) o5 4 Events, n (%) 29 (21.2%) 19 (35.8%) o5 -| Events, n (%) 28 (19.796) 20 (41.6%)
No. of Patients at risk: HR (95% CI)® 1536 {0.799, 2.953) HR (95% CI)°  2.239 (1.238, 4.047)
Zanubrutinib 102 96 93 90 89 88 82 81 80 78 76 74 68 60 43 26 165 8 1 0 P value® 198 3
Ibrutinib s 8 88 85 B3 78 78 74 71 68 68 64 64 52 41 27 M B 2 0 01 . . . . : . . . . . o 4 Pvalue -008
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 1B 24 30 36 42 48 54 B0
Months Months
Dimopoulos et al. J Clin Oncol 2023, 41:5099-5106 CXCR4"" 53 49 46 40 37 35 31 24 8 1 0O TP53MUT 48 41 40 34 31 30 25 19 6 1 0

Tam C et al. Blood Adv. 2024 Apr 9;8(7):1639-1650 CXCR4™ 137 122 116 110 105 101 94 60 18 2 0 TP53"T 142 130 122 116 111 106 100 65 20 2 O



Novel agents: venetoclax for the treatment of relapsed

32 pts in a phase 2 study with 33 mo median FU

>

100
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100
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100 ORR 95 =.03
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c
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ORR 93 P=.33 100
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o
20
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0
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Castillo J et al. Clin Oncol 2021, 40:63-71

Median PFS 30 mo

g
=
w©
£
e
=2
w
o \
95% CI 1
Surviver function 1
T T T T T
0 10 20 30 40 50
Time Since Venetoclax Initiation (months)
Ma. at risk:

*  Proven clinicopathological

32 24 22 12 4 1

Key eligibility criteria

Venetoclax or any BCL-2
inhibitor

1:1 Randomization
WM =80
. pendent (N=80)

of the genntvpe Stratification
* In need of treatment MYD8S and CXCR4
* No prior treatment with mutation

N 4

refractory patients

=}
=3
\

Log-rank P =14

e

~

&
L

PFS (probability)

=

ha

@
L

.......

Relapsed disease
=== Refractory disease

: : v : "

o 10 20 30 40 50
Time Since Venetoclax Initiation (months)

No. at risk:

Relapsed 21 19 17 0 2 1

Refractory 11 5 5 2 2 0

@CW/h

Arm A: Venetoclax/ Rituximab
Cycle 1 {28-days cycle):

400 mg/d QD PO on d8-14
800 mg/d QD PO on d15-28
Cycle 2-12:
Rituximab: 375 mg/m? iv. ondl
Venetoclax: B0O mg/d QD PO on d1-28

Follow Up
* every 3 months for 2
years
= every 6 months until

Arm B: DRC
end of study or death

Cycle 1-6:

Dexamethasone: 20 mg PO ondl
Rituximab: 375 mg/miiv ondl
Cyclophosphamide: 100 mg/m? BID on d1-5

Venetoclax: 200 mg/d QD PO on d1-7 WalderGlt

n Con: \ufﬂ
s Macroglobulin

Primary objective: to determine the efficacy of time limited venetoclax
plus Rituximab compared to classical DRC in newly diagnosed WM

Combinations using less toxic, non-covalent BTK inhibitor:

Pirtobrutinib plus Venetoclax for RR WM (NCT05734495)

£3 eha



In summary, 1L treatment approach (still based on ICT for most patients)

Good PS Poor PS

MYD88MUt/CXCR4 WT MYD88mut/CXCR4mut MYD88WT
MYD88MUt/CXCR4 WT MYD88mut/CXCR4mut MYD88WT

Immunochemotherapy Low dose ICT Low dose ICT
DRC, BR (DRC, BR) (DRC, BR)
Ibrutinib+Rituximab Zanubrutinib Ibrutinib Rituxmab
Ibrutinib Zanubrutinib
Rituximab mono Rituximab mono

In summary, treatment approach for RR (depending on duration of 1st response)

Good PS Poor PS
Remission > 2 years Remission < 2 years Remission > 2 years Remission < 2 years
4 Repeat 1LICT N /~ Alternative ICT "\ /" Repeatlowdose ICT "\ (" Atternative low dose "\
(BR, DCR, BDR) (BR, DCR, BDR) (BR, DCR, BDR) ICT
- Ibrutinib/Rituximab ERECRY
Ibrutinib/Rituximab Ibrutinib/Rituximab Zanubrutinib Ibrutinib/Rituximab
Zanubrutinib Zanubrutinib (Ibrutinib) Zanubrutinib
(Ibrutinib) (lbrutinib) (Rituximab mono) (Ibrutinib)

\ J \_ ASCT) v \ J K )

Grunenberg and Buske, Cancer Treatment Reviews 125 (2024) 102715




Take home messages

Indolent lymphomas are frequent and prolonged survival is expected

Clinical and biological heterogeneity exists between entities and within each entity

For most entities, first line treatment options are defined (but can be challenged!)

Large randomized trials are available for FL but mostly not for rarer diseases

An increasing number of options are available, including targeted agents and T cell

engaging therapies

* Treatment sequencing may be challenging and needs focused research
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Pathogenesis and evolution of FL

— Additional Treatment
Aquisitionof | - . mutational hits
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Carbonne A et al. Nat Rev Disease Primers 2019, https://doi.org/10.1038/ s41572-019-0132-x
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ROSEWOOQOD: Zanubrutinib Obinutuzumab improve outcomes

Disease Response by ICR

Zanubrutinib/

Obinutuzumab Obinutuzumab

ORR

68.3%

(95% CI) (60-75.7%) 45.8% p=0.0017
19.4% P=0.0083

Partial response 31% 26.4%

Stable disease 17.2% 19.4%

Eli'ze;::sion 9% 20.8%

29 patients crossed over to Zanubrutinib/obinutuzumab

!

ORR: 24.1% (CR: 6.9%)

Zinzani. ASCO 2022. Abstr 7510.

Progression-free survival probability, %

100

Overall survival probability, %

—— Arm A: Zanubrutinib plus obinutuzumab
—— Arm B: Obinutuzumab
+ Censored

Median PFS, months (95% ClI):
27.4 (16.1, NE) Arm A; 11.2 (6.5, 15.7) Arm B
HR: 0.51 (95% CI: 0.32, 0.81, 2-sided p=0.0040)

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Months
No. of patients at risk

145 135 111 83 76 56 46 40 37 27 19 18 10 8 3 2 2 1 0

72 63 39 29 26 23 16 12 11 9 7 6 1 1 0

100
90
80
70
60
50
40
30
20
10

0

Median study follow-up 12.5 months

Median OS, months (95% Cl): — Arm A: Zanubrutinib plus obinutuzumab

NE (31.4, NE) Arm A; NE (26.8, NE) Arm B

HR: 0.44 (95% CI: 0.22, 0.88, 2-sided p=0.0177) Arm B: Obinutuzumab

+ Censored

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months

No. of patients at risk:

145 139 132 121 104 89 75 64 58 51 42 36 28 22 15 12 5 3 0

72 67 63 57 50 45 39 32 29 25 23 17 12 11 7 7 4 1 0



ELARA — long term results
with Tisa Cel

Median FU 29 mo

CR'(N:GA) 64 64 59 58 56 52 52 52 45 45 44 20 17 17 3
PR (N=17) 17 15 4 3 3 2 2 2 2 2 2 1 1 1 1

C. Overall survival

ZUMA-22:
Multicenter Study Evaluating the Efficacy of
Axicabtagene Ciloleucel Versus Standard of Care

Therapy in Subjects With Relapsed/Refractory Follicular

ZUMA 5 —|long term results
with Axi Cel

Median FU 40 mo
A Phase 3 Randomized, Open-Label,

100
80
g
2 60
2
]
8
& 40
2 Kaplan-Meier medians
20 All patients: NE months, 95% CI (34.5-NE] L m h n m a
CR: 34.5 months, 95% CI [34.5-NE] y
o PR: 25.8 months, 95% CI [23.7-NE]

T
16 18 20 22 24 26 28 30 32 34 3B
Time (months)

T
0 2 4 6 8 10 12 14
Number of patients still at risk

Allpatients (N=04) 94 63 92 91 84 81 81 79 78 78 75 A9 K5 38 32 19 9 4 2

Patients

2L# R/R follicular
lymphoma and HR
follicular ymphoma

Figure 1

A. Progression-free survival

100 M=~230
80
&
% 60
£ ] 1 prior line
o medians L .

Kapl
204 All patients: NE months, 95% CI [18.2-NE]
CR: NE months, 95% CI [NE-NE]
o |_PR:5.9 months, 86% CI [4.96.3]
T

T T
0 2 4 6

and POD24+
>2 prior lines

————T—T———T—T T T T

8 10 12 14 16 18 20 22 24 26 28 30 32
Time (morths)

Number of patients still at risk

Dreyling M et al, Blood 2024 doi: 10.1182/blood.2023021567

Study Design'®

Arm A

—*| Leukapheresis

Bridging

corticosteroid therapy

Lymphodepleting
chemotherapy*

OPTIOMAL

— Enrnllment.l’1:1Randomization)

Rituximab + lenalidomide x 12 cycles  23-DAY CYCLE

R-CHOP x 6 cycles 21-D&Y CYCLE

Rituximab + bendamustine x 6 cycles  2a-Day CYCLE
MzL 31 29 27 25 21 19 18 12 10 10 5 2 2 1
All patients 159 152 149 147 136 133 128 115 109 83 59 36 21 10

Axicabtagene ciloleucel
CAR T infusion®

Post-treatment
assessment
perod and long
term follow-up

Neelapu S et al, Blood 2024, 143 (6):496-506

TRANSCEND FL — results
with Liso Cel

Median FU 17.5-17.8 mo

100
90
£
o 80
S 704
z
2 60+
$ s0
N
5§ 407
8 ,
g 30
8 20 2R
& 104 Median [95% CI) PFS, ma ME (19.0-MNR) (20.2-NR) MR {20.2-NR)
12-month PFS, % (95% CI)  81(7.4-87.2) (69.5-878) 03 (74.7-B8.4)
a4 T T T T T T T T T T
s} 3 8 ] 1z 15 18 n 24 27
. Time from liso-cel infusion (months)
MNo. at risk (censored)
+FL 101(0) 9641 BI(D) TEB(E) 72(3) 50(20) 1@(30) T} 2(5) 02
ZL+FL 124(0) MB() MO(0) 99(8) 92(4) 66(23) 24(4) 9(13)  4(5) O
100 7 g
90 - %

Overall survival® (%)
w
a

20

2LFL

-]

10 Madian 05, mo NR R
12-month OF, % (95% CI} 92 (84.8-96.0) (72.9-99.4) 57 (B6.5-96.2)
0 T T T T T T T T T T
o 3 6 9 12 15 18 21 24 7

Time from liso-cel infusion (months)
Mo. at risk (censored)

3L+ FL 101(0) 1 (0) S7(0) S80(3) 86(4)

63(23) 38(24) M{25) 3(8) @(3)

Morschhauser F et al, Nat Med 2024, 30: 2199-2207
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CD3-CD20 bispecific antibodies for B cell lymphomas

Antibody Structure Format | Administration
4 3
Mosunetuzumab o020 o0s IgG1 IV ou SC
\ 7
. " J
Glofitamab co0 //cnzu lgG1 IV
N7 |
Il
Epcoritamab IgG1 SC )
Odronextamab lgG4 IV or SC
A y
Plamotamab lgG1 IV or SC
Imvotamab IgM IV

Patients (%)

Patients (%)

CRS Events by Dosing Period

CRS

50
40
30
20

10

90 M Grade 1
30 Grade 2
70 Grade 3
60
50 27
40
30
20
20 27.2
10 13 14 15
0 | 4.5 | [ 3.5 e
Priming Intermediate Firstfull Second full Third full+
c1D1 C1D8 C1D15 C1D22 D1+
0.16 mg 0.8 mg 48 mg 48 mg 48 mg
ln=157 n=153 n=147 n=144 , n=136
Cycle1
CRS by Cycle and Grade
1001 O Grade 1
W Grade 2
80 c W Grade 3
60+ ’_Jsms% ;\ W Grade 4
404
30.4% 26.8%
204
o 0.9% 1.0%
C1D8-14 C1D15-21 c2 c3 Ca+
25mg 10mg 30mg 30mg 30mg

Cll
36%
23%
10%
6%
C &
|
CiD1-7 C1D8-14 C1D15-21 Cc2 C3+
1mg 2mg 60 mg 60 mg 30 mg

Neurotoxicity
Neutropenia
Hipogamaglobulinemia
Infections

Tumor flare

Tumor lysis

£3 eha



The future of bispecific antibodies: combinations and earlier use

Mosun (sc) + Lenalidomide 1L (phase 1b, n=40 pts)

ORR || CR (37 pts)

91.9% | | 89.2%

CRS (all G 1-2) 50% (cycle 1)
NCT06284122: NCT04712097
Mosunetuzumab sc + Mosunetuzumab iv +

Lenalidomide
Compared to Anti-
CD20 Antibody +
Chemotherapy

in 1L Follicular
Lymphoma FLIPI 2-5
(MORNINGLYTE)

Lenalidomide
Compared to
Rituximab
Lenalidomide

in RR Follicular
Lymphoma in need of
treatment
(CELESTIMO)

Morschhauser F et al, Blood (2023) 142 (Supplement 1): 605.

EPCORE ph 1-2 NHL 2 (NCT04663347) OLYMPIA 1 (NCT06091254) and 2 (NCT06097364)
Odronextamab for 6 cycles
In need ole:‘el;ifr\t::tg(réngl}.i‘?frcnnef:rth;Ie disease Epcorila:lr::slfﬂ. mg5SC fﬂl IGWEd bY Qdm n exta ma b ma I nten a r“:e
Adequate organ function; ECOG PS 0-2 QW for C1-2, Q4W for C3+up to 2 yr
(N=41) +
Median FU 8.1 mo R? for €1-12"
CIT* for 6 cycles
R/R grade 1-3ACD20+ FL; stage II-IV: Arm 2b: . . .
In need of treatment (GELF ) w/measurable disease Epcoritamab 48 mg SC* followed byr rituximab maintenance
Adequate UrgarE LUS;lEi:ns ECOG P50-2 Qw for C1-2, Q4W for C3+ up to 2 yr
Median FU 6.4 mo R? for C1-12*

Patients (%)

Odronextamab + CHOP/CVP for 6 cycles

- CMR =PMR 9S;CMR .PMR;ZA, no ma Intenance
80 12.8
w0 Odronextamab + CHOP/CVP for 6 cycles
” followed by odronextamab maintenance
Response to Efficacy-evaluable POD24 Double r eﬁactory Refractorye to last
p”:mlig‘py g o
R-CHOP/R-CVP for 6 cycles
followed by rituximab maintenance
Sureda A, et al. Hemasphere. 2023;7 Luminari. Hemasphere. 2023;7(Suppl):e84791f4.
(Suppl ):€5547136. Novelli. Hemasphere 2023;7(Suppl):e384923b.

Belada, ICML 2023, abst 84 o
= eha
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https://www.clinicaltrials.gov/ct2/show/NCT06091254

Staging of gastric MALT lymphoma

Lugano staging system
Stage | l;: confined to mucosa or submucosa

lz: confined to muscularis propria or serosa

Stage |l Il;: extending into abdomen with local nodal involvement
ll;: extending into abdomen with distant nodal involvement
Stage IIE Penetration of serosa to involve adjacent organs or tissues

Stage IV Disseminated extranodal involvement or concomitant
supradiaphragmatic invelvement

Broccoli A and Zinzani PL. Hematology 2020, 295

TNM (or Paris)
staging system

T1 HO MO
T2 NO MO
T3 NO MO
T1-3 N1 MO
T1-3 N2 MO
T4 NO MO
T1-4 N3 MO

T1-4 NO-3 M1

Disease extension
Mucosal or submucosal layer
Muscularis propria
Serosa
Perigastric lymph nodes
More distant regional lymph nodes
Adjacent structures

Lymph nodes on both sides of the
diaphragm

Bone marrow invasion, additional
extranodal sites



Therapeutic options for EMZL

Gastric stg |-IIE

/

HP testing

Erradicate HP

_ Confirm
(alsoin HP- pts); repeat erradication |
if necessary (breath test)
L Watch & wait
Repeat endoscopy + (every 3mo x 2
biopsy at 3-6 mo years, then
L every 6mo)

! I v

v

Non gastric stg I-IIE

Non gastric stg IV, bilateral
\ disease, relapses after
local therapy

v

) -

Systemic therapy
IS radiotherapy Rituximab
(consider local monotherapy
toxicity) if RT too toxic

* Rituximab monotherapy
If RT contra indicatedmay consider

* Immunochemotherapy
Rituximab + Chlorambucil
Rituximab + Bendamustine

Rituximab CVP
If RT contra indicated

Endoscopy + L
biopsy
I?ndoscopy ’ IS radiotherapy
every 6mo x 2y biopsy every 6
then every 12-18 mo

mo

o
Adapted from Walewska et al. Br J Haematol. 2023;00:1-22. e e ha



s it worth to combine proteasome inhibitors with alkylating agentes in WM?

Mw

Patients (%)

~

Ciclo1-6

RCD Dexametasona 20mg, po, D1
Rituximab 375mg/m2, iv C1 D1, 1400mg sc C2-C6 D1
Ciclofosfamida 100mg/m2, bid, po D1-D5

[ Ciclo 1- 6

B-RCD oo \
Dexametasona 20mg, po, D1
Rituximab 375mg/m2, iv C1 D1, 1400mg sc C2-C6 D1
Ciclofosfamida 100mg/m2, bid, po D1-D5

K Bortezomib 1,6mg/m2 sc D1, D8, D15 J
100 4 ORR 86.7% ORR 54.6%
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Buske C et al. J Clin Oncol. 2023 May 10;41(14):2607-2616
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Fixed duration combinations including BTK inhibitors

Ibrutinib and venetoclax as primary therapy in A D

symptomatic, treatment-naive Waldenstrom %
macroglobulinemia e H

Castillo J et al, Blood 2024, 143: 582
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‘ Combinations using less toxic agents:

Pirtobrutinib plus Venetoclax for RR WM (NCT05734495) £ eha
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